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The present invention relatesN^o compounds of the formula I : 



##STR1## 



or a pharmaceutically acceptable^derivative or prodrug thereof. The 
compounds are useful as inhibitorsSof bacterial gyrase activity. The 
present invention also relates to me]thods for treating bacterial 
infections in mammala. The present invention also relates to methods for 
decreasing bacterial quantity in a biological sample. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR TI^IS PATENT. 

AB Compounds of formula (I) aVe useful as inhibitors of trypsin like serine 

protease enzymes such as thisombin, factor Vila, factor Xa, TF/FVIIa, and 
trypsin. These compounds courd be useful to treat and/or prevent 
clotting disorders, and as anti^coagulating agents. 

CAS INDEXING IS ^AVAILABLE FOR THIS PATENT^ - 
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N NHC02Me 



II 



AB Title compds. I [Rl = H, alkyl Aalkenyl , aralkyl, aralkenyl, cycloalkyl, 
cycloalkylalkyl, aryl , heterocyc\ic , heterocyclylalkyl , aminoalkyl; R2 = 
H, alkyl; R3 = (un) substituted alk^, aryl, cycloalkyl; R4 = H, 
(un) substituted C02H, C0NH2 , cycloalvkyl, alkenyl, alkynyl, OH, NH2 ; R5 = 
H, (un) substituted alkyl; R6 = H, {un)^bstituted alkyl, NH2; L = CO, C02, 
(un) substituted NHCO, 0XC0,NHXC0, S02 , S'®3 , NHS02 , NHXS02 , where either CO 
or S0I2 is attached to NR2 ; X = alkanedi;^J were prepared Thus, Me 
2 -benzimidazolecarbamate was chlorosulf onylated, treated with 
(1S,2R) -PhCH2CH(NHBoc)CH(OH)CH2NHCH2CHMe2, deblocked, and treated with 
2 , 6-Me2C6H30CH2C02H to give the title compound II which had pICSO against 
HIV-1 strain LAI of 8.5. 
REFERENCE COUNT: 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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##STR1## 



or a pharmaceutically V:ceptable derivative or prodrug thereof. The 
compounds are useful as\inhibitors of bacterial gyrase activity. The 
present invention also relates to methods for treating bacterial 
infections in mammala. The\present invention also relates to methods for 
decreasing bacterial quantity in a biological sample. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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959 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of treating and inhibiting cancer in animals by administering a 

therapeutically effective amount of a pharmaceutical composition having 
benzimidazole of the general formula: ##STR1## 

wherein X is hydrogen, halogen, alkyl of less than 7 carbon atoms or 
alkoxy of less than 7 carbon atoms; n is a positive integer of less than 
4; Y is hydrogen, chlorine, oxychloro, nitro, methyl or ethyl; and R is 
hydrogen, or an alkyl group of from 1 to 8 carbon atoms and R.sub.2 is 
NHCOOR.sub.l wherein R.sub.l is aliphatic hydrocarbon of less than 7 
carbon atoms, and preferably an alkyl group of less than 7 carbon atoms 
and pharmaceutically acceptable derivatives alone, or in combination, or 
in conduction with other therapeutic agents such as other cancer 
inhibiting compounds, and operative combinations thereof. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NUMBER OF DRAWINGS: 0 Drawing Figure (s); 0 Drawing Page(s) 

LINE COUNT: 566 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition that inhibits the growth of tumors and 
cancers in mammals and can be used to treat viral infections 
that comprises a fungicide is disclosed. The particular fungicide used 
is a benzimidazole derivative having the formula: 

##STR1## 

wherein R is selected from the group consisting of H, carboxyl 
(--CO. sub.2H) , hydroxyl, amino or esters ( - -CO . sub . 2R ' ) wherein R' is 
selected from the group consisting of alkoxy, haloalkyl, alkenyl, and 
cycloalkyl wherein the alkyl groups have from 1-8 carbons or 
CH . sub . 3CH . sub . 2 (OCH . sub . 2CH . sub . 2 ) . sub . n- -or 

CH . sub . 3CH . sub . 2CH . sub . 2 (OCH . sub . 2CH . sub . 2CH . sub . 2 ) . sub . n- -or 
(CH.sub.3) .sub,2CH-- (0CH(CH.sub.3)CH.sub.2) .sub.n--wherein n is froth 
1-3, the pharmaceutically acceptable salts thereof, or mixtures thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Title compds., e.g. [I; R = 02CR1; Rl = alkyl, haloalkyl, hydroxyalkyl , 

alkenyl, haloalkenyl, cycloalkyl, cycloalkylalkyl , heterocyhcloalkyl , 
heterocycloalkyl, (substituted) Ph, PhNH, PhCH2 , etc.], were prepared Thus, 
Me 2 -amino-5-hydroxybenzimidazole carbamate and 3 , 5 , 5-trimethylhexanoyl 
chloride were stirred in THF at 23-40° to give I (R = 

02CCH2CHMeCH2CMe3) . The latter inhibited human colon carcinoma with IC50 
= 15.8 laM. 



REFERENCE COUNT: 



106 THERE ARE 106 CITED REFERENCES AVAILABLE FOR 
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II 



AB The title compds . [I (R = OCORa; Ra = (un) substituted Ph) , II (R = 

C0NR1R2, C02R1, OCORl, NHCORl; Rl = alkyl, haloalkyl, cycloalkyl, etc.; R2 
= H, alkyl)] were prepared Thus, reacting Me 2-amino-5- 

hydroxybenzimidazolecarbamate with 3 , 5 , 5-trimethylhexanoyl chloride in THF 
afforded 57% I [R = OCOCH2CHMeCH2CMe3] which showed IC5 0 of 2 0.1 fxM and 
IC50 of 15.8 i^M for growth inhibition of B16 murine melanoma cells and 
H2 9 human colon cancer cells, resp. Such compds. I may be used in 
combination with a chemotherapeutic agent and/or a potentiator. 



REFERENCE COUNT: 
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AB The title compds . [I (R = OCORa; Ra = (un) substituted Ph) , II (R = 

C0NR1R2, C02R1, OCORl, NHCORl; Rl = alkyl, haloalkyl, cycloalkyl, etc.; R2 
= H, alkyl)] were prepared Thus, reacting Me 2-amino-5- 

hydroxybenzimidazolecarbamate with 3 , 5 , 5 -trimethylhexanoyl chloride in THF. 
afforded 57% I [R = OCOCH2CHMeCH2CMe3] which showed IC50 of 20.1 |IM and 
IC50 of 15.8 |xM for growth inhibition of B16 murine melanoma cells and 
H29 human colon cancer cells, resp. Such compds. I may be used in 
combination with a chemotherapeutic agent and/or a potentiator such as 
DNA- interactive agent, an antimetabolite, a tubulin- interactive agent, a 
hormonal agent, an antihormonal antigen, and an adrenal corticosteroid. 
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AB Title compds. I [Rl = (halo)alkyl, hydroxyalkyl , (halo) alkenyl , 

cycloalkyl, heterocycloalkyl , substituted Ph and analogs thereof] were 
prepared For instance. Me 5-amino-lH-benzitnidazol-2-ylcarbamate was 
acylated with 3 , 5 , 5-trimethylhexanoyl chloride to provide I (Rl = 
CH2CH(CH3) CH2C (CH3) 3; II). II had IC50 = 6.6 and 7.0 piM for the murine 
melanoma and human colon carcinoma cell line resp. I are used for the 
treatment of cancers or viral infections and may be used in 
combination with a chemotherapeutic agent and/or a potentiator. 
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AB Title compds. I [Rl = (halo)alkyl, hydroxyalkyl, (halo) alkenyl , 

cycloalkyl, heterocycloalkyl, substituted Ph and analogs thereof] were 
prepared For instance. Me 2 -amino -5 -hydroxybenz imidazole carbamate was 



acylated with 3 , 5 , 5-trimethylhexanoyl chloride to provide I (Rl = 
CH2CH2CH{CH3)CH2C(CH3)3; II). II had IC50 = 20.1 and 15.8 for the 
murine melanoma and human colon carcinoma cell line resp. I are used for 
the treatment of cancers or viral infections and may be used in 
combination with a chemotherapeutic agent and/or a potentiator. 
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US 1998-90094P 
Utility 
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NEW YORK, NY, 
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The present invention relates to a novel 



19980619 (60) 
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EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



1251 AVENUE OF THE AMERICAS, 50TH FLOOR, 
10020-1105 



class of sulfonamides which are 



aspartyl protease inhibitors. In one embodiment, this invention relates 
to a novel class of HIV aspartyl protease inhibitors characterized by 
specific structural and physicochemical features. This invention also 
relates to pharmaceutical compositions comprising these compounds. The 
compounds and pharmaceutical compositions of this invention are 
particularly well suited for inhibiting HIV-1 and HIV-2 protease 
activity and consequently, may be advantageously used as anti- 
viral agents against the HIV-1 and HIV-2 viruses. This 
invention also relates to methods for inhibiting the activity of HIV 
aspartyl protease using the compounds of this invention and methods for 
screening compounds for anti-HIV activity. 
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0 Drawing Figure (s) 



19990813 (9) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of treating and inhibiting cancerin animals by administering a 

therapeutically effective amount of a pharmaceutical composition having 
benzimidazole of the general formula: ##STR1## 

wherein X is hydrogen, halogen, alkyl of less than 7 carbon atoms or 
alkoxy of less than 7 carbon atoms; n is a positive integer of less than 
4; Y is hydrogen, chlorine, oxychloro, nitro, methyl or ethyl; and R is 
hydrogen, or an alkyl group of from 1 to 8 carbon atoms and R.sub.2 is 
NHCOOR.sub.l wherein R.sub.l is aliphatic hydrocarbon of less than 7 
carbon atoms, and preferably an alkyl group of less than 7 carbon atoms 
and pharmaceutical ly acceptable derivatives alone, or in combination, or 
in conduction with other therapeutic agents such as other cancer 
inhibiting compounds, and operative combinations thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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filec^n 24 Aug 1995, now patented, Pat. No. US 5736992 
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filed on 27 Apr 1995, now patented, 
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US 1995-4 
Pat. No. 
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69 Drawing Figure (s) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

In the preferred embodiment, an Inkjet printe 



Drawing Page(s) 



includes a replaceable 



print cartridge which is inserted into a scanning carriage. An ink tube 
extends from the scanning carriage to a separate ink supply located 
within the printer. A fluid interconnect on the print cartridge connects 



to a fluid int\rconnect on the carriage when the print cartridge is 
inserted into Wae carriage to complete the fluid connection between the 
external ink su^fely and the print cartridge. In one embodiment, the 
fluid interconnection is made between the print cartridge and the ink 
tube simply by placing the print cartridge into a stall in the scanning 
carriage. A pressur^ regulator internal to the print cartridge regulates 
the flow of ink fronNthe external ink supply to the print cartridge. The 
external ink supply ma^ be pressurized or non-pressurized. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB A pharmaceutical composition that inhibits the growth of tumors and 

cancers in mammals and can be used to treat viral infections 
that comprises a fungicide is disclosed. The particular fungicide used 
is a benzimidazole derivative having the formula: ##STR1## wherein R is 
selected from the group consisting of H, carboxyl {--CO.sub.2 H) , 
hydroxyl, amino or esters (--CO.sub.2 R') wherein R' is selected from 
the group consisting of alkoxy, haloalkyl, alkenyl, and cycloalkyl 
wherein the alkyl groups have from 1-8 carbons or CH.sub.3 CH.sub.2 
{OCH.sub.2 CH.sub.2) .sub. n --or CH.sub.3 CH.sub.2 CH.sub.2 (OCH.sub.2 
CH.sub.2 CH.sub.2) .sub. n --or (CH . sub . 3 ) . sub . 2 CH-- 
(OCH(CH,sub.3)CH.sub.2) .sub.n -- wherein n is from 1-3, the 
pharmaceutically acceptable salts thereof, or mixtures thereof. 
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AB ABxN(Gx)CHDCHOR7CH2ND'S02E [A = H, (substituted) Ht , RlHt, RlAk; Ak = 

alkyl; Ht = cycloalkyl, cycloalkenyl , (substituted) aryl, heterocyclyl ; Rl 
= CO, S02, COCO, 02C, NR2C0, NR2S02, etc.; B = null, NR2C(R3)2C0; x = 0, 
1; R2 = H, (substituted) Ht, alkyl; R3 = H, (substituted) Ht , alkyl, 
alkenyl, cycloalkyl, cycloalkenyl; G = null, H, R7, alkyl; G may be bound 
to R7; D = (substituted) Q, alkyl, alkenyl; Q = (substituted) carbocyclyl, 
heterocyclyl; D» = ORIO, N:R10, N(R10)R1R3; E = Ht, OHt, 0R3 , NR2R3 , 
(substituted) alkyl, alkenyl, etc.; R7 = H, (CH20)xY(ZM) ( :X) Z (M)x, etc.; M 
= null, H, Li, Na, K, Mg, Ca, Ba, alkyl, alkenyl, etc.; X = O, S; Y = P, 
S; Z = 0, S, N(R2)2, H] , were prepared as inhibitors of HIV aspartyl 
protease (no data) . Thus, 3 -H2NC6H4S02NHOCHMe2 (preparation given) , tert-Bu 
N- (IS) -1- [ (2S) -oxiran-2-yl] -2-phenylethylcarbamate, and phosphazene base 
P4 tert-Bu were stirred in 8 h in THF to give 95% tert-Bu 
N- (1S,2R) -3- [ [ (3-aminophenyl)sulfonyl] ( i sop ropoxy) amino] -l-benzyl-2- 
hydroxypropyl carbamate . 
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AB A pharmaceutical composition that is effective in the treatment of HIV and 
other viral infections and inhibits growth of cancers and tumors 
in mammals comprises a benzimidazole derivative (I; R = H, C02H, OH, NH2 , 
C02R1; Rl = alkoxy, haloalkyl, alkenyl, cycloalkyl) , the pharmaceutically 
acceptable salts thereof, or mixts. thereof. I (R = H) inhibits the 
growth of B16 murine melanoma and HT29 human colon carcinoma cells with 
IC50 of 4.925 and 3.297 ^iM, resp. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



